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Claims Listing 

Claims 1-18. (Cancelled) 

19. (Previously presented) A method for treating cocaine dependency, comprising 
administering a therapeutically effective amount of flumazenil to a patient in need of such 
treatment. 

20. (Previously presented) The method of claim 19, wherein the flumazenil is 
administered sequentially at short time intervals in small quantities. 

23. (Previously presented) The method of claim 19, wherein the flumazenil is 
administered at time intervals of between about one and about fifteen minutes. 

24. (Previously presented) The method of claim 19, wherein the flumazenil is 
administered is quantities between about 0.1 and about 0.3 mg. 

25. (Previously presented) The method of claim 19, wherein the flumazenil is 
administered at time intervals of between about one and about fifteen minutes in quantities 
between about 0.1 and about 0.3 mg. 

26. (Previously presented) The method of claim 19, wherein the effective amount of 
flumazenil is between about 1.5 and about 2.5 mg/day. 

27. (Previously presented) The method of claim 19, wherein about 0.2 mg of 
flumazenil is administered sequentially at intervals of about 3 minutes. 

28. (Previously presented) The method of claim 19, wherein the flumazenil is 
administered orally or parenterally. 

29. (Previously presented) The method of claim 28, wherein the parenteral 
administration of flumazenil is intravenous administration. 

30. (Previously presented) The method of claim 19, wherein the flumazenil is 
administered before, during or after treatment with an additional agent. 

3 1 . (Previously presented) The method of claim 30, wherein the additional agent is 
clomethiazole. 

32. (Previously presented) The method of claim 30, wherein the additional agent is 
selected from the group consisting of Vitamin B Complex, Piracetam, vitamins, minerals, 
proteins, amino acids, disulfiram, fluoxetine, and combinations thereof. 
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33. (Previously presented) The method of claim 19, wherein the flumazenil is 
administered under sedation. 

34. (Previously presented) The method of claim 19, wherein the administration of 
flumazenil reduces or eliminates the desire to use cocaine. 

35. (Previously presented) A method for treating cocaine dependency, comprising 
administering a therapeutically effective amount of flumazenil to a patient in need of such 
treatment, wherein the flumazenil is administered at time intervals of between about one and 
about fifteen minutes in quantities between about 0.1 and about 0.3 mg. 

36. (Previously presented) The method of claim 35, wherein the effective amount of 
flumazenil is between about 1.5 and about 2.5 mg/day. 

37. (Previously presented) The method of claim 35, wherein the administration of 
flumazenil reduces or eliminates the desire to use cocaine. 
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Search Results 

Applicant states herein that a pre-examination search was conducted during 
the international stage of this application PCT/ES02/00061. MPEP 708.02 (VIII) permits the 
entry of the International Search Report to satisfy this requirement. A copy of the 
International Search Report is attached as Exhibit A. The articles cited in the International 
Search Report were disclosed in the Information Disclosure Statement filed May 13, 2005. 
A supplemental Information Disclosure Statement was filed on September 7, 2005 disclosing 
further references potentially relevant to this application. Copies of the references were 
made of record when filing the Information Disclosure Statements. 
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Discussion of References Cited 
International Search Report References 

The claims are directed to a method of treating cocaine dependency 
comprising administering flumazenil. None of the references disclose the use of flumazenil 
to treat cocaine dependency. These references disclose the use of flumazenil to treat acute 
cocaine toxicity or poisoning. 
Supplemental IDS references 

There were 43 references cited in the supplemental IDS pertaining generally to 
the use of flumazenil in conditions other than cocaine dependency, for example GABA 
receptor structure and pharmacology. 

References 10, 13, 14, 19, 25, 28-30, and 32-35 are not prior art since they 
were published after the priority date, but illustrate the state of the art. 

References 1, 23, 24, 26, 27, 31, and 42 provide a characterization of GABA 
receptors and the properties of the subunits that form the GABA receptors. None of these 
references disclose the treatment of cocaine dependency using flumazenil. 

References 2, 4-9, 11, 12, 15, 16, 18, 20, 22, 36-38, 41 and 43 provide a 
characterization of GABA receptor pharmacology. None of these references disclose the 
treatment of cocaine dependency using flumazenil. 

References 3, 17, 21, 39 and 40 describe the actions of flumazenil on reducing 
GABA receptor subunit expression, pain, hyperphagia or anxiety, but do not disclose the 
treatment of cocaine dependency. 
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Applicant respectfully requests accelerated prosecution of this application 



having satisfied the requirements of MPEP 708.02 (VIII). Form PTO-2038 is enclosed 
herewith authorizing the charge of $130.00 for the fee required under 37 C.F.R. §1.17 (h). 
The Commissioner is hereby authorized to charge any additional fees which may be required, 
or credit any overpayment, to Deposit Account No. 1 1-0855. 



Kilpatrick Stockton LLP 
1100 Peachtree Street 
Suite 2800 

Atlanta, Georgia 30309-4530 
Our Docket: 55979-0200(314570) 



Respectfully submitted, 




Stephen C. MacDonald, Ph.D. 
Patent Agent 
Reg. No. L0063 
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INFOKME DE BtiSQUEDA INTERNACIONAL 



Sblicitud international n° . 
PCT/ES 02/00061 



A. CLASIFICACI6N DEL OBJETO DE LA SOLICITUD 
CIP 7 A61P 25/30, A61K 31/5517 . 

De acucrdo con la Clasificaci6n Intemacional dc Patentes (CIP) 0 segun la clasificacidn nacional y la CIP. 



B. SECTORJES COMPRENDIDOS POR LA BUSQUEDA 



Documentaci6n minima consultada (sistcma dc clasificaci6n, seguido de los slmbolos dc clasificaci6n) 
CIP 1 



Otra documen!aci6n consultada, ademas dc la documentation minima, cn la medida en que tales documentos formcn parte de los 
sectores comprendidos por la busqueda 



Bases de datos electr6nicas consultadas durante la busqueda international (nombre de la base de datos y, si c 
busqueda utilizados) 

EPODOC,.WPI t REGISTRY, CA, MEDLINE, BIOSIS ... 



1 posible, tdrmino3 de 



C. DOCUMENTOS CONSIDERADOS RELEVANTES 



Categoria* 



Documentos citados, con indicaci6n, si procede, de las partes relevantes 



Relevante para las 
rcivindicacioncs n° 



UK1, F.ycol. 

The effect of Flumazenil administration on acute cocaine intoxication 
of rats. Arukoru Kenkyu to Yakubutsu Izon, 1994, Vol. 29, N° 2, 
paginas 92-102. ISSN 0389-4118. (resumen) HCAPLUS (en Hnea) 
frecuperado el 2002-03-18). Recuperado de: STN International, 
Columbus, Ohio (EE.UU). N° de acceso de Hcaplus 1994:595617. 

DERLET, R.W. y col. 

Anticonvulsivant modification of cocaine-induced toxicity in the rat. 
Neuropharmacology. 1 990, Vol 29, N° 3, paginas 255-259, ISSN 0028- 
3908. Resumen; pagina 256, columna 2 , lineas 3-; pagina 257, tabla 1. 



1-18 



1-18 



la continuaci6n del rccuadro C sc relacionan otros documentos t-^Los documentos dc familia de patentes se indican cn el 



* Categories cspeciales de documentos citados: 

"A" documcnlo que define el estado general de la tecnica no 
considerado como particularmente relevante. 

U E" solicitud de patent© o patente anterior pero publicada on la fecha 
de presentation intemacional o cn fecha posterior. 

"L" documento que puede planlcar dudas sobro una revindication de 
prioridad 0 que se cita para determinar la fecha de publicaci6n de 
otra cita 0 por una razon especial (como la indicada). 

"O" douiimento que se refiere a una divulgation oral, a una utilizacion, 
a una exposition 0 a cualquier otro medio. 

"P" documento publicado antes de la fecha de presentaii6n 
intemacional pero con posterioridad a la fecha de prioridad 
reivindicada. 



documento ulterior publicado con posterioridad a la fecha de presentaci6n 
intemacional 0 de prioridad que no pertenece al estado de la tecnica 
perunente pero que se cita por permitir la comprensi6n del printipto 0 teoria 
que constituye la base de la invenci6n 

"X" documento particularmente relevante; la invcnci6n reivindicada no pucde 
considerarse nueva 0 que impliquc una actividad inventiva por referenda 
al documento aisladamente considerado. 

"Y" documento particularmente relevante; la invcnti6n reivindicada no puede 
considerarse que impliquc una actividad inventiva cuando el documento se 
asocia a otro u otros documentos de la misma naturaleza, cuya combination 
resulta evidente para un experto en la materia 



documento que forma parte de la ri 



& familia de patentes. 



Fecha en que se ha conciutdo cfectivamente la busqueda 
intemacional. 26 Abril 2002 



Fecha de expedici6n del in forme de busqueda international 

1 1 M AY ?Q Q2 n 05,02 



Nombre y dirccci6n postal dc la Administraci6n encargada 
de la busqueda intemacional O.E.P.M. 

CI Panama 1, 28071 Madrid, Espafia. 
N°de fax +34 91 3495304 



Funcionario autorizado 

E. Albarran 
n°detelefono + 34 91 349 5595 
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INFORME DE B<JSQUEDA INTERNACIONAL 



P.CT/ES 62/00061 



C (Continuaci6n). 



DOCUMENTOS CONSIDERADOS RELEVANTES 



Categoria* 



Docu meatus citad os, coo indicocidn , si procedc, de !aa partes re le vantes 



fcelevanteparalaa. 
reiyindicaciones n°, 



DERLET ? R. W. y col 

Flumazenil induces seizures and death in mixed Cocaine-Diazepam 
intoxications. Annals of emergency medicine. 1994. Vol. 23, N* 3, pacinas 
494-498, ISSN 0196-0644. Resumen. 



MALBRAIN, ML. y col. 

A massive, near-fatal Cocaine intoxication in a body-stuffer. Acta Clinica 
Belgium. 1994, Vol. 49, N° 1, paginas 12-18, ISSN 0001-5512. Resumen; 
paginal 6, parrafo 2. 



WOOLF, A. 

Cocaine poisoning. Clinical toxbohgy review.. Mayo 1995, Vol. 18, N° 8. 
Capitulo 'Tratamiento" parrafo 5. 
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INFORME DE BtJSQUEDA INTERNACIQNAL 


Solicitud internacional n° . 
PCT/ES 02/00061 . 




Recuadro I Observaclones cuando se estlme que algunas reivindicaciones no pueden ser objeto de busqueda (Contlnuacl6n 
del punto 2 de la primera hoja) 




De conformidad con el artfculo 17.2.a), algunas reivindicaciones no han podido ser objeto de busqueda por los siguientcs motivos: 

1 . Las reivindicaciones n": 10-18 

se refieren a un objeto con respecto al cual esta Administraci6n no esta obligada a proceder a la busqueda, a saber: 

las reivindicaciones 10-1 8 se refieren a un m6todo de tratamiento terap&itico aplicado al cuerpo humano;a 

pesar de ello la busqueda se ha realizado para dichas reivindicaciones en base a los efectos atribuidos a 

compuesto. 

2. 0 Las reivindicaciones n": 

se refieren a elementos de la solicitud internacional que no cumplen con los requisites establecidos, de ta! modo que no oueda 
efectuarse una busqueda provechosa, concretamente: r 

3. D Us reivindicaciones n": 

son reivindicaciones dependientes y no estan redactadas de conformidad con los parrafos segundo y tercero de la regla 6.4.a). 




Recuadro II Observaclones cuando falta unidad de invencidn (Continuaclon del punto 3 de la primera hoja) 


La Administraci6n cncargada dc la Busqueda Internacional ha detectado varias invenciones cn la prcscnte solicitud internacional, a 
saber! 

1 . D Dado que todas las tasas adicionales han sido satisfechas por el solicitante dentro del plazo, el presente infbrme de busqueda 

internacional comprende todas las reivindicaciones que pueden ser objeto de busqueda. 

2. d Dado que todas las reivindicaciones que pueden scr objeto de busqueda pueden serlo sin un esfuerzo particular que justifique una 

tasa adicional, esta Admin istracion no ha invitado al pago de ninguna tasa dc esta naturaleza. 

3. D Dado que tan s61o una parte de las tasas adicionales solicitadas ha sido satisfecha dentro del plazo por el solicitante, el presente 

informe de busqueda internacional comprende solamente aquellas reivindicaciones respecto de las cuales han sido satisfechas las 
tasas, concretamente las reivindicaciones n 01 : 

4. D Ninguna dc las tasas adicionales solicitadas ha sido satisfecha por el solicitante dentro de plazo. En consecuencia, el presente 

informe de busqueda internacional se limita a la invenci6n mencionada en primer lermino en las reivindicaciones, cubierta por 
las reivindicaciones n w : r 

Indlcacldn en cuanto a la reserva CH Las tasas adicionales han sido acompafladas de una reserva por parte del solicitante. 

D El pago de las tasas adicionales no ha sido acompafiado de ninguna reserva. 



Pormulario PCT/ISA/210 (continuacion de la primera hoja (1)) (julio 1998) 



o 



o 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/ES 02/00061 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



DERLET.R.W.ycol. 

Flumazenii induces seizures and death in mixed C ocaine-Di azepam 
intoxications. Annals of emergency medicine. 1994, Vol. 23, 3, pages 
494-498, ISSN 0196-0644. Abstract . 



MALBRAIN, M.L. y col. 

A massive, near-fatal Cocaine intoxication in a body-stuffer. Acta Clmica 
Belgium. 1994, Vol. 4?,N° 1, pages 12-18, ISSN 000 1-5 5 12. Abstract ; 
page 16, paragraph 2. 



WOOLF, A, 

Cocaine poisoning. Clinical toxir-obgy review . May 1995, Vol. 1 8, N° 8. 
Chapter "Tratamiento" paragraph 5. 
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INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/ES 02/00061 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international search report has not been established inrespect of certain claims under Article 17(2)(a) for the following reasons: 

1. BTI ClaimsNos.:10-18 

" because they relate to subject matter not required to be searched by this Authority, namely: 

Claims 10-18 relate to a therapeutic treatment method that is carried out on the human 
body. Nevertheless, the search on said claims was carried out and was based on the 
effects attributed to the compound. 



because they relate to parts of the international application that do not comply with the prescribed requirements to such 
an extent that no meaningful international search can be carried out, specifically: 



because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box n Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as Mows: 





As all required additional search fees were timely paid by the applicant, this international search report covers all 
searchableclahns. 




As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invitepayment 
of any additional fee. 




As only some of the required additional search fees were timely paid by the applicant, this international search report 
covers only those claims for which fees were paid, specificalry claims Nos.: 



No required additional search fees were timely paid by the applicant Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos. : 



Remark on Protest 




The additional search fees were accompanied by the applicant's protest. 
No protest accompanied the payment of additional search fees. 
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INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/ ES 02/00061 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC 7 A61P 25/30, A61K 31/5517 
According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 



Documentation searched other than minimum documentation to the extent that suoh documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 



EPODOC, WPI, REGISTRY, CA. MEDLINE, BIOSIS 



C. - DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, -with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



UKl,F.ycol. 

The effect of Fiumazenil administration on acute cocaine intoxication 
of rats. Amkoru Kenkyu to Yakubutsu Izon, 1994, Vol. 29, N° 2 S 
pages 92-102. ISSN 0389-41 18. (abstract) HCAPLUS (line) 
(recovered the 2002-03- 18). recovered from: STN International, 
Columbus, Ohio (U.S.A). access N° of Hcaplus 1994:595617. 

DERLET, R.W. y col. 

Anticonvulsivant modification of cocaine-induced toxicity in the rat. 
Neuropharmacology. 1990, Vol 29, N° 3, pages 255-259, ISSN 0028- 
3908. abstract; page 256, column 2 , lines 3-; page 257,tablel. 
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1X1 Further documents are listed in the continuation of Box C. Q See patent family annex. 



* Special categories of cited documents: 

"A" document defining the general state of the art which is not considered 

to be of particular relevance 
"E" earlier document but published on or after the international filing date 
"L" document which may throw doubts on priority olaim(s) or which is 

cited to establish the publication date of another citation or other 

special reason (as specified) 
"O" document referring to an oral disclosure, use, exhibition or other 

means 

U P" document published nrior to the international filing date but later than 
the priority date claimed 



'T' later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y* document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvicus to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 
26 April 2002 (26.04.02) 



Date of mailing of the international search report 
21 May 2002 (21.05.02) 



Name and mailing address of the ISA/ 



Facsimile No. 



S.P.T.O 



Authorized officer 



Telephone No. 
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BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 
GRAY SCALE DOCUMENTS 
LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 




